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mtts.'^x^^^o mm. mf}^^nmm\t. ^m\z^^i^x\^^^^mmmmf)^\^m 

^^'rM-\-^rj:mmtn^nxi/>f3:^^mmvtx$>^o 
.^rc. jssLmm\^m<Dmm'^^m^^^^t>sfsL'^m\z^'DX. v\tL\mskj£ 

vxit. rnxwumm. :kmm0kmm$. mmmitmnm c/^-^) 
vi^^^^wb, mmmm-^mmiz^u. m^^xmmf)^^z.v)m^ij.m'^'mm.m 

^^0rf^^m^f3i^B.X$>^ (Kawasaki T: Kawasaki Disease Nankoudou Co, 
Tokyo, 1988. p68-70: Kato H: J Pediatr 1986, 108: 923-928) o MWlMMU 

itsLmm(D0imz^^m^x^cri , mm\mm^^< tsmm<Dmmmmiz^^ 
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(Uchida Y: Coronary Angioscopy. Futura Publishing Co, NY. 2000, P125-12 
9; Ishikawa H: Circulation 1991, 84(Suppl II): 15) tmXinxi^^^i:}^. 

0, mmm. :kmm. mmm. mmm,mmmf3i^<Dmm^^\^m^-ro 0km 

it^mx$>fO (Ishikawa K: Circulation 1978. 57:27-30) . "PUOm^fSi^m 
^-5 (Barkley BH: Circulation 1973, 43: 1014) » 

*fc, mm^mm^mmiz^^rn'm^t. mmm<DiKmz0r<^m'r^:t)t. z.(d 
mmxit. mmw]m(Dfpm(D^mmi()mm vmmf)m ^-ox^^^b^i t^^p^^mm 

mm-fy^^^^ltm^'^^^z^tlXl^^^ (Cannon ROI: Am J Cardiol, 1988, 61: 
1335-1349; Mohri M: Lancet, 1998, 351: 1165-1169; Rosono JM: J Am Coll C 

ardiol, 1996, 28: 1500-1505) . vi}^vf3if)ii^. ^m^mmmmib^fsi^mM'r 

^(D'^^-^Vxmm:fy^rj:ifm^^(D-^^Z-O\.^X\t:^BMX^0. ^Tc. ^©W^^ 

^mmt^i:-^nxi>tj:\,\ 

snxvife. ^iia.fpizwm'^Mmnmm^iHm^i^p^mzmxu 
skmmm-^/u /^^m\zn^t>mmm^mmm^ikm^(D-m tfii-DX^>^z.t 

m^^^Z-^nxi^^^ (Sata M: Nature Medicine 2002, 8(4): 403-409) „ A 

^i^!^'^^m^z^^mmm\z^^kmnmm<Dmxi^)m^hx\.^^ctm^^it)^z^ 
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nxViS (Shimizu KiNature Medicine 2001, 7:738-741) » ^fe, 2^^?^#e> 
m%tVX\t. CD 3 4. factor 8. vimeiitin75;^lC'blH4T^0, Jk'^^mm 

hx\^^^^miamz^'{[:-r^mt}^mvx\f^^f)-^^i;;^^([f^m m^ijk^ 200 

2, 26: 22)„ 2^^HJ^{ljfiLW#»;^^*#|S|$^^mT$.^^ t^S^fGF 

AP (glial fibrillary acid protein) ^ttT^b^Ht, ^tlJ&^jfil^M^' 

^M'^mmiriiz^n^nmmiz^^^xu. mmm.^^mm^. i) 
^^^^mtp^mm.u^M^nm\zm:Xv. 3) lESffb^i^mfcm^nfeif^iftL 

©^To ^LT. 1) <D^m^^<D^i)i±i$i^mi:^X\,^^Ct^m'^hXl,^^ 
(Uchida Y et al: Circulatian J, 2002, 66(Suppl I): 273) » 

^itLm-^'t^Hth^'^-^n (Ehara S: Ciculation J 2002, 66(Suppl I): 1 
42; Libby P: Circulation J 2002, 66(Suppl I): 32-33) > ^^^BJ^e 

\zmxh. \f^m^m^M.mT^z.t^M.mvx\^>^ mm 20 03-79647 
z.<D^^)vxu. mmiz:^if^tmm. mmm^m¥-mm<Dmmy3:mm 

<i(D^^\z. mm.x\t. skmnmrn-^ik'^mm. ^^<£#5ifiiw^#fc«. jIdl 
'^nmm^0km.miAm(Djfa.'^m-^<Dm:Xf)^. ^< m^ltv^^ ens, 

T^^nz^D. Mmmmm'p/'^^ /^7.mWi<Dmw^. 0km\z^^ikmw^^<D 
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(c) : mmism:yx./-;v7.ji^>y^u^>^j^mLo u : ^m. A : ^ 
y-)\^:^)V'^>y^u-c><Dm±mM^^-rmx'^^ am^mmm. rifym 

Bo 4 0 0 fg) c 

(A) : :7xy-;VX;W7}s>:7i§^W>#^#^yo M:4'M> A:^m. I: 

(B) ; y3i/-)VX)V:^>y^U-(>1&-¥mo M : 4^^, A : ^m. : 

m3\t. yx.y—jvT.jv^yy^u^ >^i^^h:^ib^'Drcim<Dmmp^m\z^n 

A : #MS*Tab§Ct&^-rCD 3 4 J 
B : W^^TOT^Sdt^^f GFAP 

c :mm^mmx^^;ih^^'r™entinmmno 

E-G : ^^^mmmS^X&^^t^^'rbet&-SU actlnf 
H : ^^¥?tl®mTa&SC:<i:S:^Talpha-SM actin 

T^-g) : 1mm) . 
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—)V7.)V'^>y^V^>. ^a^xjvt^y^U^y, yx./—)Vy^u^>^y!)i 

mn^ti. z.(Do%. ^mmm.tm&m(D^mmii\^-xB'^m\f^htvx:\,^^y 

\mmm&m(Dm.mm-^<DB:xm±mtfsiK)n^o z.z.x. nmm^(D0imm& 

m^h-^mt. stm^^mm'p^^'i/'^xmmizm^K. p^mm^Pttuz^^jt'^n 
^m^mmzm±'r^jkmnmmm±mtf3ir)m. ^fc> m^m^iz^^. j^m\ 
^ik'sm^izmmr^mm^mmm. ^^i^mmm:m(Dmmh^mmst^§x^},z 



6 



wo 2004/108129 PCT/JP2003/007264 

(SaiharaA : Nature Medicine. 2001, 7(4): 382-383) . $^^|fflJ}S«. 

-^\Z. ±Mimmm\t,. #M#«T3^§C:i:$^t-GFAP(glial fibri 
llary acid protein) HH^Ta^SHij^ie,, :¥%m(D^mi\:^m\t.. if^J:t—'^ 

^<^nmm^mm^^mm\z^^mm^mmfhmmthf3:i:)'<^^o 

1:0. 1~1 : 1 0 0. 4#lc: 1 : 0. 5~1 : 

^-^jv. ^^uVAx. T-^^:ty'v>. >'^DX5j^u>, i^i^D7Kx:7r$ 
h% ^3>'xy-;i/^qE:7i5=-;k iJf>?.^UAX, $i/utfx h^n^xh. 
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i^-¥x\mm^L< ^tm^mmxo^mnn^orc^ommm^mtvxm-^T^ 

x^. ^ne.icffiv^e>n^#7m#, mmm. mmxu}f\:L^jvt.vx\t. 
frf:/Dtf^>ijfun-;K mx^^uyifv:^-^ :t^j-^mm<Dmmm. ^ 

mmm. m.im. ^mMm<Dmm\^mMM-^r^z.t.iflx^^o 
^m^x^^o 

002-190235-^) <£fflViT^#f 50;^W^bVi„ 
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1 ~ 1 0 0 mg/kg,, mzm 0 . 2 ~ 1 0 mg/kgdW^ b Vio mUiZ^ D 

S «Sr 2 - 4 lEl ^C^fiJ b T^#-r § ^1 <h t> § o 

yoeixX #U:/t->, Tj^U-fVyWX SEES, SIS, 7i?U:tl/>'^> 

m':r^jvr^vu-hm) . y^mmm m^u. my^h^yjv^ux.^u 
>m) . #ux5^i/x mmit\f:=.)w m^u^>. mr^}^. #uxx 

M^^y. ^)\^:2'^5.y^0i^>. bT;vn>^, :7^:/u>, T;i/^>m, 4- 

m\zm^^^ihn. M.'^mzmm.'t^z.t.i!fix^^-h<Dx^n\t^(Di^n'pmmm 
\zm^-^ri^%<Dx\tf^\^\ ifmt\^xu. (sbm'I^) , m^'^ 
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^Tc^mt. Mm[f^miz^MmizmmT^\z^^mm^^'r^%(Dx^$>n\m 
\zm.m-^nr. mxumvti^i^mm-^n^^n^mommmmizm^f^n^o 

m(02^^wnmmm\zwim^mmh. ^n\z^m^m%\.x. m^-xu>m\zm 
^Ttmyxmm-^^T^m^^mmmmtLi.. z.n\z^mm^^mmt^t^y. 
^i^'^m^mmmmm^m^mzmm't^z.t\z^Kin'-^^ >i^b. ^iK^^xm. 
i^u wm'r^z.t\z^K>nt>ti^. n-^^y^i,t. ^mmm^mxmwi 

7=-^ >^vrcmz. Miz^mmmmm^m^mm^^mm^:!-^-^ 

tt. mmzmmt\.-xm^m./m^^)n-)vm.^m'^w mxu. plga 
7510 (wakott) ) ^m\^^r:i^m^mmmmmxu-5'^y^f\^-i:wmm 
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mm (F«3«) srj^^u ^izmmtLT-^o^m m^\t. plaooio (w 

hTm%my^^^jifo=i'-)m^m^i$i mxu. plgatsio (wak 

rc^m^mmmmm^. ^m\z\tm%m (mx^t. plaooio (wako 

ti§ (z.z.x^^^nmut. xy^>hm^^o) o 
^m^mmmm\z^n^^m^[:^m(D^^mu. nmmm±^^(Dj^ib^iE>. o. 
5~5o%. mzi 0^2 oxtT^bmm^hir^ 

m^\z\t. ±t^<D^m^mmnmk\z'^vx.^u>^-u-^^^m\^. mmi)m 
fbbfem. ^m^::L-y^m^^:^ct\z^r)nxi:£^\,K ^mmmmm\z 

(mmmm^m. ^mmmj^mm. mmmm^mm) . mmm/u/'ix^mmm 
V. ^mmmm<Dit'^nmm(D^^^mmzm±r^z.ti!}tx^:^, 



1 1 mmmxm^Mmvrc^ii;vv->t!^-7-Mz^^mm^^mm 
<z.ti)mibxmmx$>r)^ mmm\zmi^^^m^iz\t. ^mzmnu^^^^izr 
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(1) mm-:^m 

ll^5^fc:aM?5:M#*bTl.i^j:<h&2^^B^#f«tcBmbTViVi§ (Uchida 
Y : Circulation J 2002, 66(Suppl 1):273) . ^CIT?, i^^^^^frVi, #jaBJia 

<0F*5H^, ^m. ^mz^\^x. m%^^mm.(om^mL\z^n:b^m^m (250x 
250um) ^tcri(Dm,^i)-^^x. mnm^mt.;vv->\zM^m^v^^m.-^m. 

7X0. 5mmA©^^fTo;^c^^#p (MMS^) tTit$(^b, Student t test 
P<0. 05 o TWlc^afe t) t bfeo 

(2) fi^M 
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■To 

muzmmmnm. ^m. S'^^m^z^n^^mjs^m&^m'ro 

jv-^y^ i/-r >\z^ D ^^'rn(Dm\z:idi^^xhmmmmm\-i^^^m^^mM\z^p 
fsi-fy^-otco ^(D^t\tt. cn^mmizm:xmmi¥mT!}m^^t^mt. 

om^. ^i\zm't^t<. y3L/—)V7.)V^>y^v-(>mP:fu^7.}V^y 

mi2\zmmmmM'\zi:,^mmm^m-o yj:.j-)vy.}v^>y^ w >mt^ 
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79.2±19.6 
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:/p^;^;^7}>7^W >m s 33. 5± 10.4* 

(B) mn<j^^mm^mB.^'\^^^^mmmn^ 
(1) mmsm 

mm\i-^)],-x-^m-^^. ^mz.^^KxMmr^-^. i^%^tm^mm\^. >hm. 
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mmmm: (250x250 um^) 
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11.6±2.3 
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19.9±3.4 
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12.2±3.4* 
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mm. mmm. (%) 
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5 


10.4±2.7* 



::^^'<>y^:fji-iz\tjtm^mmmmmmmmi^m^mjt^i^mii)^^^^t^:^ 
^§g#fe^nsrt hmmm^mmmm-cmmi^rz: mm^ikmmo I/Zq 3 s 7 1 
^/'^>yuyh) o ^Tc. ^n\t. mmmm(DGi^i^mt^z:t\z^^:ith 

SEI^bfc (|pIA>:7l/y h) „ y:cy-)V7.M>y:$ru^:y^^a^y.)i.^y 

(A) t^'^^^^mmsLnnmmmmmz-n't^^m 
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(1) mm.-:^m 

^hm^nm\H^mm (HUBEO IXI OVcm^^MCDB-l 04, 
10%FBS. ECGF (lOOng/ml) . EGF (lOng/ml) , 
heparin (lOOng/ml) ^^t^mm^zm^. y 3Ly-)VX)l^>y 

1 0«/cm*$MCDB-l 0 4. 10%FBS, EGF (lOng/ml) ^ 
(2) 

^5 





MM 


io-« 


mm 
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yn^X)V^y^U^> 
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3. 50 
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3.47 
3.34 
3.50 


3.43 
3.59 
3.11' 


3.35 
3.52 
1.54* 


3.40 
3.43 
0. 98* 


3.37 
3.44 
0.12** 



*P<0.05, **P<0.01MMM 

(B) mmMmzM-r^i^m 

(1) j^ii^:;^^ 

^m:^izy-Ly—jvy.)i^:is>y^ W >J^Vi W > i o 

mmm^}^y^-jvv->:fy^-y=-Mz^r)^f^mmm^r^mv. so^m. mm 
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(2) jm 



^6 





mm 


¥i^Jfil^^fi(mg) 
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230 




^ 4 


195 




4 


210 



lyfc-fyt'ox. ^n?>m^nz^^nmmm±f^m(Dmmtmm^mmmmmM'^ 
miz^^cD-vitfsiK. ^Tc. mit^i^miz^^(Di!hf3i<. nmmm:?^^mm 
^m\z^^%<Dtmm-^ti^o 

mmm s yx.y -ji^xjv^ yy^v-i >^-mmm ^^tmnm^Tsj- > h © 
s. b^c5«>toT. mmm(D'^x^%±\zm±.-^^\z\t. Amwx^Lnw.mzmm 

(1) -mmMm^y.T->h 

: 4^ U ?LMT ^PLAOOl 0. U ?L^/3i^ U U 3 —)vm^m.^wvh^Y 
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LGA5010J^m'LGA7510, #U t*n~;|/T;Pn-;U. ^V^U^^h>. ^V^^V 
T.JV'^yy^ V-i > ^jLn>y. 1 o^Mo 

(2) #m^J^ffi>^5^>h 

I^Pffi^Hg : U ?LMTife ^PLAOO 10. -^^J ^LM/^ U ^ U n — 
T^^PLGA7510S.m'LGA5010(Wako) ; ^^J : :7a:y «-;^X;^7}^>:7^S^ I/O, >r 

(D) H®^^Mmx7^>h 

i^mmmm #u¥Lm/'#u^^un-;pM*a-&#:Tfe§PLGA75i0o m^j : y 

•t-Ji^TO: #U¥LM/7}^U^Un-;i/M^fi'g-#:-r^§PLGA5010, 7i?UM 
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(B) SB®:iR^ (^53^^14) ^m^mX5=->h 

XT->h^*?f : PLGA5010;^Vib«PLGA7510. t.^^}-(V^V>t.<D'^M<. 

(C) ^a'gr14gSTOM^M^tH14Xx>h 

A-x>h^^ : PLA0010> PLGA5010> PLGA7510, ODViTm^i^a-B-tt^iliT 

mm: yx.y—jvy.jv-^yyi^'u^y, :fu^xji^^y^u^y. 

PLAOOlO, PLGA5010^ }^VibtmGA7510. ^U^y-y:A^Ti7VU—h. yx, 
J-)\'7s)\'i^yy^V^y. -J^UU:^^y'^U'^^\ ; O. 5 : O. 2 5:4 
TM'&bfeS^tcl^^O. 2 mm. 0. 8 mm. 1. SmmODsJ^U x^l/>5^a. 
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mmmmo^^nz^-rc 
(D) mmmmmm 

ti^x)i'^y^u-i>\twmizm^'r:^o m:? izmmmmcDmm. ^m^i^B 
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